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DETAILED ACTION 
Status of Application 

1 . The response filed February 19, 2009 lias been received, entered and carefully 
considered. The response affects the instant application accordingly: 

a. Claim 1 has been amended. 

2. Claim 1-4 are pending in the case. 

3. Claims 1-4 are present for examination. 

4. The text of those sections of title 35.U.S. Code not included in this action can be 

found in the prior Office action. 

5. All grounds not addressed in the action are withdrawn or moot. 

6. New grounds of rejection are set forth in the current office action. 

New Grounds of Rejection 
Claim Rejections - 35 USC § 103 

7. Claim 1-4 are rejected under 35 U.S.C. 103(a) as being unpatentable over Shell 
et al. (U.S. Pat. No. 6340475) in view of Chu et al. (U.S. Pat. Pub. 2005/0042289). 

Shell et al. teaches a drug controlled release formulation comprising drugs in 

polymeric matrices that are water-swellable. Specifics are exemplified with metformin 
hydrochloride. A water-swellable polymer particularly preferred is poly(ethylene oxide). 
Preferred polyethylene oxides have an average molecular weight of about 100,000 (1 x 
10^) to about 10,000,000 (1x10^ ). Xanthan gum is also preferred can be also used in 
the formulation. 
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Shell teaches that the water-swellable polymers can be used individually or in 
combination. Shell also teaches that certain combinations will provide greater controlled 
release of the drug than when used individually citing the specific combination of 
polyethylene oxide and xanthan gum. 

The ratio of drug to polymer range is in general from 0.01 :99.99 to about 80:20, 
and the specific examples have ratios of 250:1 38.67 (equals 1 :0.56-Example 1 ) and 
64:35 (equals 1 :0.56-Example 5) which are within the limitations of the claims. Other 
pharmaceutical additives such as magnesium stearate are also taught in the formulation 
(Abstract, Col. 5, lines 57-63, Col. 6, lines 38-42, Col. 8, lines 29-55, col. 9, lines 40-60, 
Col. 12, Example 1, Col. 13-14, Example 4-5, Claims 1, 3-4, 9). 

Shell et al. does not expressly teach a specific example with metformin 
hydrochloride with xanthan gum and polyethylene oxide combined, or the ratio of the 
polyethylene oxide and gum (e.g. xanthan). Shell does however, as addressed above 
teach the general ratio of drug to polymer range of 0.01 :99.99 to about 80:20 with 
specific metformin examples with POLYOX having ratios of 250:138.67 (equals 1 :0.56- 
Example 1) and 64:35 (equals 1 :0.56-Example 5) which are within the limitations of the 
claims. Shell also teaches the combination of polyethylene oxide and xanthan gum as a 
desirable combination. 

Chu et al. teaches a formulation ratio for sustained (controlled) release with 
polyethylene oxide and polysaccharides. The polyethylene oxide preferably has a 
molecular weight of at least about 4x10^ Daltons. The polysaccharides include locust 
bean gum, xanthan gum, and guar gum. The preferred polysaccharide is xanthan gum 
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and the most preferred ratio of the polyethylene oxide to polysacchande is between 4:3 
to 3:4 (equals 1 .33:1 to 0.75:1). Chu teaches that the formulation can be used for any 
drug including hydrophilic drugs (Abstract, paragraph 5-8, 10, 32-33, claim 1, 3, 8-9, 13- 
14, 18) 

It would have been obvious to one of ordinary skill in the art at the time the 
claimed Invention was made to formulate the combination of metformin hydrochloride, 
xanthan gum, and polyethylene oxide in the ratios, suggested by Shell et al. and Chu et 
al., and produce the instant invention. It would have been obvious to one of skill in the 
art to substitute the POLYOX for the combination of POLYOX and xanthan gum as 
Shell has taught that the specific combination of polyethylene oxide and xanthan gum 
would be desirable as that combination would provide a greater controlled release of the 
drug than when each polymer component was used individually. When a combination of 
the polyethylene oxide and xanthan gum is used in the ratios exemplified, the ratios 
addressed above would continue to fulfill the limitations of the claims. It also would have 
been obvious to one of skill in the art to use Chu's formulation ratio for the PEO and 
xanthan (polysaccharide) which is taught to improve and optimize the controlled release 
of the hydrophilic drugs (e.g. metformin) as both Shell and Chu are directed to the 
controlled release formulations for hydrophilic drugs with the same components (e.g. 
PEO, xanthan gum) for the same purpose. 

One of ordinary skill in the art would have been motivated to do this because a 
formulation that has a stable sustained release of a hydrophilic drug like metformin and 
its salts, prevents dose-dumping (sudden release of the drug), which is very desirable 
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for sustained bioavailability of metformin, especially in a diabetic (primary population of 
metformin) where stable resulting blood levels is critical. 

It is noted that the release recitation is directed to intended use which does not 
have patentable weight in a composition claim and would be a direct result of the 
components present in the composition and the ranges which are presented in the 
claims. When the composition limitations are met, the recitations are also met. 

Response to Arguments 

8. The 1 1 2 2"^^ rejections are moot in light of the amendments. 

9. Applicant's arguments filed 2/1 9/2009 are moot in light of the amendments and 
the new grounds of rejection. It is noted however that the comparatives referred to in the 
arguments (e.g. previous declaration) are not commensurate in scope with the claims 
as the claims do not include the components present in the comparative or declaration 
or the composition design (e.g. PVP, PVA, wax) which can influence the t9o%values. 
Additionally the profiles are to the future intended use which does not have patentable 
weight in composition claims. 

Conclusion 

10. Claims 1-4 are rejected. 

1 1 . Applicant's amendment necessitated the new ground of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 

§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 
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A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to GIG! HUANG whose telephone number is (571 )272- 
9073. The examiner can normally be reached on Monday-Thursday 8:30AM-6:00PM 
EST. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Fredrick Krass can be reached on 571-272-0580. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
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/Zohreh A Fay/ 

Primary Examiner, Art Unit 1612 



